WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 



PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 


(51) International Patent Classification ? : 

C08B 15/02, 15/04, 11/04, 11/10, 11/14, 
11/145 


Al 


(11) International Publication Number: WO 00/50463 

(43) International Publication Date: 31 August 2000 (31.08.00) 


(21) International Application Number: PCT/NLOG/OOl 19 

(22) International Filing Date: 24 February 2000 (24.02.00) 


(30) Priority Data: 
99200537.1 


24 February 1999 (24.02.99) EP 


(71) Applicant (for all designated States except VS)x SCA HY- 

GIENE PRODUCTS ZEISTB.V. [NL/NL]; P.O. Box 360, 
NL-3700 AJ Zeist (NL). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only)z JETTEN, Jan t Matthijs 
[NL/NL]; Costerlaan 3B, NL-3701 JL Zeist (NL). VAN 
DEN DOOL, Ronald [NL/NL]; Dal km id I, NL-4102 
KR Culernborg (NL). VAN HA RTINGS VELDT, Wim 
[NL/NL]; Victor Hortastraat 27, NL-3822 VM Amers- 
foort (NL). BESEMER, Arie, Comclis [NL/NLJ; H. v/d. 
Boschstraat 111, NL-3958 CC Amerongen (NL). 

(74) Agent: JORRITSMA, Ruuni; Ncdcrlandsch Octrooiburcau, 
Scheveningseweg 82, P.O. Box 29720, NL-2502 LS The 
Hague (NL). 


(81) Designated States: AE, AL. AM, AT, AU, AZ. BA, BB BG 
BR. BY, CA, CH. CN, CR, CU, CZ, DE, DK, DM, EE^ 
ES. FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS JP 
KE, KG. KP, KR, KZ. LC, LK, LR, LS, LT, LU, LV, MA,' 
MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU 
SD, SE, SG, SI, SK, SL, T7, TM, TO, TT, TZ, UA, Ug' 
US, UZ, VN, YU, ZA, ZW, ARIPO patent (GH, GM. Ke! 
LS, MW, SD, SL, SZ. TZ, UG, ZW), Eurasian patent (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), European patent (AT, 
BE, CH, CY. DE, DK. ES, FI, FR, GB, GR, IE, IT, LU 
MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, d, Cm' 
GA, GN, GW. ML, MR, NE, SN, TD, TG). 

Published 

With international search report. 


(54) Title: PROCESS FOR SELECTIVE OXIDATION OF CELLULOSE 
(57) Abstract 


A process for oxidising cellulose, in which a nitroxyl compound such as TEMPO is oxidised using an oxidising agent in the presence 
of a complex of a transition metal such as Mn, Fe, Cu, and a complexing agent such as a polyamine, or an oxidative enzyme and the 
resulting nitrosomum ion is used to selectively oxidise the cellulose hydroxy-methylene groups to carbaldehyde groups and carboxylic 
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Process for seflectrtve oxidation of ceDlulose 

[0001] The invention relates to the oxidation of cellulose and cellulose derivatives 
using nitrosonium ions (oxoammonium ions) obtained by oxidation of nitroxyl radicals, 
especially 2,2,6,6-tetnunethylpiperidin-l -oxyl (TEMPO). 

[0002] A process in which TEMPO is reoxidised by chemical means is known from a 
review by De Nooy in Synthesis 1 996, 1 1 53-1 1 74 and from WO 95/07303. 
[0003] The oxidation of cellulose to 6-aldehydo-cellulose by photolysis of 6-azido-6- 
deoxy-celluloses was reported by Horton et al. Carbohydrate Research* 26 (1973) 1-19. 
[0004] It was found according to the invention that oxidation of cellulose, especially 
cellulose fibres, using nitrosonium ions, can be carried out withoirt using chldrine-bs^il 
oxidising agents and with the use of hydrogen peroxide or oxygen as the ultimate 
oxidising agent. The oxidation according to the invention is performed using enzymes 
capable of oxidation or transition complexes of a transition metal and a complexing 
agent as intermediate oxidants. This oxidation results in the formation of cellulose 6- 
aldehydes. The aldehydes may be present in the (hemi)acetal form and related structures. 
The process of the invention is further defined by the characterising features of the 
appending claims. 

[0005] In the following description, reference is made to TEMPO only for the sake of 
simplicity, but it should be understood that c^^^^fe^to 
compounds lacking a-hycfrogen *tfora^ 

(PI^^§^^ . 

nitroxyls are especially suitable for selectively oxidising primary alcohols to aldehyde 
functions, in particular in the presence of secondary alcohol functions that should not be 
oxidised. Less sterically hindered nitroxyls, such as 4,4-dimethyloxazolidine-N-oxyl 
(DOXYL), are suitable for preferentially oxidising secondary alcohols to keto functions, 
for example in the production of keto cellulose or keto starch. The active oxidising 
species is the nitrosonium ion (oxoammoniurn ion >N + =0), that is produced in situ by 
oxidation of the corresponding hydroxylamine and nitroxyl radical. If desired, the 
reaction can be performed in two steps, the production of the nitrosonium ion being the 
first and the oxidation of the alcohol function being the second. 

[0006] A catalytic amount of nitroxyl is preferably 0.1-25 % by weight, based on the 
primary alcohol functions of the cellulose, or 0.1-25 mol% with respect to the primary 
alcohol. The nitroxyl may also be immobilised, e.g. by coupling of the hydroxyl group 
of 4-hydrpxy-TEMPO to a suitable carrier, or in the form of a polymeric nitroxyl such 
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as: 

-[(CH3)2C-NO.-C(CH3)2-A-] n -, wherein A may be an alkylene group and/or a 
heteroatom, and n is a number form e.g. 10 up to several hundreds. 
[0007] The process of the invention results in oxidation of cellulosic anhydroglucose 
5 units to the corresponding aldehydes. If req^iiS^ 

oxidised to theicorres^nd^ acids by using known oxidising agents such as 

hypochlorite, chlorite/ hydrogen peroxide or by using T^ 

under more vigorous conditions such as an increased temperature e^ fifom;40T80 ?G; or 
for prolonged exposure to the reaction* conditions:? Alternatively, the 
10 aldehyde/carboxylic acid ratio can be increased by using relative low pH's (e.g. pH 3-7), 
by controlled addition of oxidising agent, by lowering the oxygen concentration, or by 
first preparing the nitrosonium ion solution (two-step process). 

[0008] A distinct group of compounds suitable for oxidation with the present process 
consists of hydroxyalkylated cellulose such as hydroxypropyl cellulose, hydroxyethyl 
15 cellulose. 

[0009] The oxidation of the primary alcohol functions (6-CH2OH) results in the 
corresponding aldehydes andf*|f with intact ring systems. 
These products are useful intermediates for functional cellulose derivatives wherein the 
aldehyde groups are further reacted with e.g. amine compounds and the like. They are 
20 also useful intermediates for crosslinked cellulose derivatives, in which the aldehyde 
groups are further reacted with e.g. diamine reagents. 

[0010] The catalysts to be used according to the invention are complexes of transition 
metals, i.e. coordination compounds between a transition metal and an organic molecule 
as a coihplexing agent having one or more free electron pairs, especially nitrogen 

25 compounds. Suitable nitrogen compounds include amino acids, phenanthrolines and 
other polyamines. A polyamine, which forms a complex with the transition metal, is 
understood to refer to compounds which comprise at least two amine nitrogen atoms, 
separated by at least two carbon atoms. Preferably, the polyamines comprise at least 
three nitrogen atoms which in each case are separated by two or more, in particular two 

30 or three, more in particular two, carbon atoms. The remaining valencies of the nitrogen 
atoms are preferably bound with small alkyl groups, in particular methyl. It is also 
possible for the polyamines to have ether or alcohol functions. The polyamines can be 
linear or cyclic. The polyamines should be alkaline, i.e. should not contain acid 
functions. Examples of polyamines which can be employed are 2,2'-bipyridyl, 2,2' - 

35 bipyrrole, 2-(dimethylaminomethyI)pyridine, tetramethylethylenediamine, pentamethyl- 
diethylenetriamine, 1,4-dimethylpiperazine, l,4,7-trimethyl-l,4,7-triazonane (= triaza- 
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cyclononane), 1 ,4,7-trimethyl- 1 ,4,7-triazecane, 1 ,4,7, 1 0-tetramethyl- 1 ,4,7, 1 0-tetraaza- 
cyclododecane, 1 ,2-bis(4-methyl- 1 -piperazinyl)ethane, 1 ,2-bis(4,7-dimethyl- 1 ,4,7-tri- 
azonan- 1 -yl)ethane, and the corresponding compounds wherein one or more of the said 
methyl groups have been replaced by, for example, ethyl groups. It is also possible to 
use porphin and other porphyrins and corresponding macrocyclic polyamine com- 
pounds. Histidine and comparable amino acids having an additional nitrogen atom, and 
their oligopeptides such as histidyl-histidine, are other examples of suitable complexing 
agents. Preference is given to compounds of the bipyridyl type, triazonane type and to 
amines whose remaining valencies are linked to methyl groups. The counterfoils 
required for neutrality of the complexes may be common, preferably non-toxic counter- 
ions such as oxide, halide, perchlorate, acetylacetonate, nitrate, sulphate and the like. 
[0011] Transition metals to be used in the metal complexes include especially those of 
the fourth period of the periodic table of elements from vanadium to zinc, preferably 
manganese, iron, cobalt, nickel and copper, in particular manganese, iron, cobalt and 
copper. The corresponding metals from the higher periods may also be used, although 
less preferentially. The metal complexes require hydrogen peroxide, alkyl and ar(alk)yl 
hydroperoxides (such as tert-butyl hydroperoxide), oxygen or chlorite as an ultimate 
electron acceptor. About one metal atom to two to four nitrogen atoms of the 
compelling agent can suitably be used. 

[0012] The metal complex may be used in a catalytic amount, e.g. in about an 
equimolar amount with respect to the nitroxyl compound. Suitable amounts of metal 
complexes are for example 1-25 mol% with respect to the alcohol to be oxidised. 
[0013] The catalysts to be used according to the invention can also be oxidoreductases 
or other enzymes that are capable of oxidation in the presence of a suitable redox 
system- Oxidoreductases, i.e. enzymes capable of oxidation without the presence of 
further redox systems, to be used in the process of the invention include peroxidases and 
oxidases, in particular polyphenol oxidases and laccase. 

[0014] Peroxidases (EC 1.11.1.1 - 1.11.1.11) that can be used according to the 
invention include the peroxidases which are cofactor-independent, in particular the 
classical peroxidases (EC 1.1 1.1.7). Peroxidases can be derived from any source, 
including plants, bacteria, filamentous and other fungi and yeasts. Examples are horse- 
radish peroxidase, soy-hull peroxidase, myeloperoxidase, lactoperoxidase, Arthromyces 
and Coprinus peroxidases. Several peroxidases are commercially available. The per- 
oxidases require hydrogen peroxide as an electron acceptor. 

[0015] Polyphenol oxidases (EC 1.10.3.1) include tyrosinases and catechol oxidases, 
such as lignine peroxidase. Suitable polyphenol oxidases may be obtained from fungi, 
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plants or animals. The polyphenol oxidases require oxygen as an electron acceptor. 
Laccases (EC 1.1 03.2) are sometimes grouped under the polyphenol oxidases, but they 
can also be classified as a distinct group, sometimes referred to as p-diphenol oxidases. 
Laccases can be derived from plant sources or from microbial, especially fungal, 
5 sources, e.g. of the species Trametes versicolor. The laccases also require oxygen as an 
electron acceptor. 

(0016] The process of the invention can be performed under relatively mild conditions, 
e.g. at a pH between 5 and 10, and at a temperature between 15 and 60°C (both 
depending on the particular metal complex or enzyme). The reaction medium can be an 

10 aqueous medium, or a homogeneous mixed medium, e.g. of a mixture of water and a 
secondary or tertiary alcohol or an ether/water mixture, or a heterogeneous medium, e.g. 
a mixture of water and a water-immiscible organic solvent such as a hydrophobic ether, 
a hydrocarbon or a halogenated hydrocarbon. In the latter case, the metal complex or 
enzyme and/or the nitroxyl and the oxidising agent may be present in the aqueous phase 

15 and the alcohol substrate and the aldehyde or ketone product may be present in the 
organic phase. If necessary, a phase transfer catalyst may be used. The reaction medium 
can also be a solid/liquid mixture, in particular when the nitroxyl is immobilised on a 
solid carrier. A heterogeneous reaction medium may be advantageous when the 
substrate or the product is relatively sensitive or when separation of the product from the 

20 other reagents may present difficulties. 

[0017] The invention also pertains to novel cellulose oxidation products and 
derivatives thereof, which can be obtained with the process of the invention. These 
include cellulose in which at least 1 hydroxymethyl per 100, especially per 50 or even 
per 25, monosaccharide units has been converted to a carbaldehyde group, whether or 

25 not in hemiacetal or similar form, with the proviso that on average each molecule 
contains at least 1 carbaldehyde group other than a possible (hemiacetalised) aldehyde 
group at the reducing end of an oligo- or polysaccharide, in addition to at least 1 
hydroxymethyl group per 100 being oxidised to a carboxyl group. The products 
obtainable according to the invention may contain, in addition to the aldehyde groups, 

30 other functional groups, especially carboxyl groups obtained by further oxidation or by 
carboxy alkylation. 

[0018] The novel derivatives of the invention are very suitable as wet strength 
additives, water-absorbing polymers and the like, and especially as starting materials for 
further functionalisation, especially with alcohols, amines, and other agents capable of 
35 coupling with an aldehyde function. Such agents include crosslinking agents (diamines, 
diols and the like), which can be used to crosslink the cellulose derivatives or to couple 
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them to amino acids, proteins, active groups etc. 

[0019] The invention also pertains to derivatives obtained by coupling of the aldehyde 
cellulose derivatives described above with e.g. amines, especially by reductive 
amination, to produce imino or amino derivatives of cellulose as defined in the 
5 appending claims. Also, the aldehyde cellulose derivatives can be reacted acetalised 
with hydroxy-functionalised compounds, e.g. glycol ic acid, for further derivatisation. 
[0020] The oxidation of cellulose and its derivatives according to the invention results 
in the presence of both aldehyde groups and carboxyl groups in the product The process 
is especially useful for oxidising cellulose fibres, as the resulting oxidised fibres have 
10 improved wet strength properties for paper and tissue applications. The process is also 
useful for oxidising cellulose to produce a water-absorbing cellulosic material, if desired 
after further oxidation or cartoxymethylation or other derivatisation of the product 

Examples: General 

15 [0021] Uronic acid (6-COOH of hexopyranose units) contents were determined using 
the Blumenkrantz et at method {Anal. Biochem. 54, (1973) 484). The method was 
adapted as follows. 5 ml of sample is suspended in water. 20 ml of a solution of boric 
acid (0.0125 M) in concentrated (95 — 97%) sulphuric acid is added. The final volume 
(V) is made up to 25 ml. 0.2 ml of this solution is added to 0.2 ml of pure water and 

20 then 1.0 ml of the sulphuric acid boric acid reagent is added. This solution is heated at 
100°C during 5 minutes. After cooling in ice 20 ^1 of an aqueous solution of 3-hydroxy- 
biphenyl (0.2% w/w) is added, upon which a pink colour develops. After 15 minutes 
incubation the extinction is measured at 520 nm. The calibration curve is based on D- 
glucuronic acid as a reference material. 

25 [0022] Aldehyde contents were determined either by a subtractive method (determing 
the uronic acid content before and after of oxidation of aldehydes with chlorite and 
hydrogen peroxide), or by addition of hydroxylamine hydrochloride to produce an 
oxime and back-titration of liberated hydrochloric acid, or by 13 C NMR spectroscopy 
(intensity of C6 signal of aldehyde with respect to CI of anhydroglucose unit, or 

30 intensity of C6 (C=N) in the oxime). 

Example 1: Production of 6-aldehyde cellulose 

[0023] One gram of totally chlorine-free bleached and sheet-dried kraft pulp (Grapho 
Celeste), dry weight oven dried) was suspended in 100 ml of water. To this suspension 
35 were added 18 mg of TEMPO (0.1 mmol) and 9 mg of peroxidase (HRPO), type VI 
(290 units/mg). The pH was adjusted to 5.1 with aqueous acetic acid (0.1 M). A 
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hydrogen peroxide solution (1 ,5 ml 30% in 50 ml) was added stepwise (30-50 \d every 2 
minutes) for 8 hours. After peroxide addition the pH decreased, but it returned to its 
original value (5.5) after a few minutes; therefore, no pH adjustment was necessary 
during the reaction. After 21 h a sample was analysed by addition of hydroxyl- 
5 ammonium chloride and titrated with aqueous sodium hdyroxide (0.1 M). According to 
this analysis, the sample contained 160 micromol C6-aldehyde per g cellulose. 

Example 2 : Oxidation of cellulose with laccase 

[0024] To 2 g of cellulose fibres, activated by treatment with sodium hydroxide 
10 solution and water, 17 mg recombinant Trametes versicolor laccase (Wacker Chemie) 
was added. The solution (pH between 6*0 and 5.1) was exposed to oxygen in a closed 
system so that the consumption of oxygen could be measured by a gas burette as a 
function of time. The consumption of oxygen after one day reaction was 20 ml (0.8 
mmol). As a second step 0.2 ml hydrogen peroxide (30% w/w) and 250 mg sodium 
1 5 chlorite (Aldrich, 80 %) were added to the reaction mixture. After standing for one day 
at pH 4-4.5, an almost homogeneous mixture was obtained, from which samples were 
withdrawn. The uronic acid content of the whole reaction mixture was determined. 
According to the adapted Blumenkrantz method the content was 0.7 mmol, which gives 
350 mmol/g. 

20 

Example 3: Oxidation of cellulose fibres 

[0025] To 2 gram cellulose fibers (the same as in Example 1) suspended in 25 ml 
water, 28 mg of horse radish peroxidase (HRP, Sigma), 20 mg TEMPO were added. The 
pH of the mixture was brought to 5.3 and then 1 mmol of hydrogen peroxide solution (5 
25 ml 0.6%, w/w) was added in 100 yl portions in the course of 3 hours. Despite the 
realtively quick addition, gas (oxygen) evolution was hardly visible. According to the 
Blumenkrantz method the yield of uronic acid was 9%. This example illustrates the 
influence of rate of hydrogen peroxide addition which was fast compared to example 1 , 
resulting in relatively high levels of carboxylic acid 

30 

Example 4: Oxidation of cellulose fibres with oxygen catalysed by copper / bipyridine. 
(0026] 1 gram cellulose fibres (CTMP) were suspended in 50 ml water. Then 10 ml of 
a 5% (w/w) TEMPO solution, 0.4 ml of a solution of copper nitrate (0.4M) and 10 ml of 
a bipyridine solution (0.05M) were added. Through the stirred solution oxygen gas was 
35 bubbled. After one day the fibres were collected by filtration, washed repeatedly with 
water and dried in vacuum. The uronic acid content (adapted Blumenkrantz) of the dried 
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fibres was 9 %. 

Example 5: Production of 6-aldehyde~6-carboxy cellulose 

[0027] Production of 6-aldehyde-6-carboxy cellulose. One gram of totally chlorine-free 
5 bleached and sheet-dried kraft pulp (Grapho Celeste), dry weight oven-dried) was 
suspended in 20 ml of water. To this suspension were added 20 mg of TEMPO (0.1 
mmol) and 19 mg of peroxidase (HRPO), type VI (290 units/mg). The pH was adjusted 
to 5.5 with aqueous acetic acid (0.1 M). A hydrogen peroxide solution (1.2 ml 3%) was 
added stepwise (50 ml every 10 minutes) for 6 hours. After 21 h a sample was analysed 
10 by addition of hydroxylammonium chloride and titrated with aqueous sodium hydroxide 
(0.05 M). According to this analysis, the sample contained 300 micromol C6-aldehyde 
per g cellulose. In addition it was found that the sample contains uronic acid (100 
micromol per g). 
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Claims 

1. A process for oxidising cellulose using nitrosonium ions obtained by oxidising 
a nitroxyl compound with an oxidising agent, characterised in that the nitroxyl 
compound is oxidised in the presence of an oxidative enzyme or a complex of a 
transition metal and a complexing agent. 

2. A process according to Claim 1, wherein a the nitroxyl compound is a di-tert- 
nitroxyl compound, especially 2^,6,6-tetramemylpiperidin-l-oxyl (TEMPO). 

3. A process according to Claim 1 or 2, wherein the transition metal is manganese, 
iron, cobalt, nickel, copper or vanadium. 

4. A process according to any one of Claims 1 -3 , wherein the complexing agent is 
a nitrogen-containing compound. 

5. A process according to Claim 4, wherein the complexing agent is a bipyridyl or 
a triazonane or a (poly)histidine. 

6. A process according to Claim 1 , wherein the oxidative enzyme is a peroxidase, 
a polyphenol oxidase or a laccase. 

7. A process according to any one of Claims 1-6, wherein a cellulose derivative 
containing at least 1 cyclic monosaccharide chain group carrying a carbaldehyde 
group per 25 monosaccharide units and per average molecule is produced. 

8. An oxidised cellulose, containing at least 1 cyclic monosaccharide chain group 
carrying a 6-carbaldehyde group and at least 1 cyclic monosaccharide chain group 
carrying a 6-carboxylic group per 100 monosaccharide units and per average 
molecule, or a chemical derivative thereof. 

9. A cellulose derivative, in which derivative at least a part of the 6-carbaldehyde 
groups introduced by oxidation has been converted to a group with the formula 
-CH=N-R or -CH2-NHR, wherein R is hydrogen, hydroxyl, amino, or a group R , 
OR 1 or NHR 1 , in which R 1 is C1-C20 alkyl, C1-C20 acyl, a carbohydrate residue, or a 
group coupled with or capable of coupling with a carbohydrate residue. 
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10. A cellulose derivative, in which derivative at least a part of the 6-carbaldehyde 
groups introduced by oxidation has been converted to a group with the formula 
-CH(OR 3 >0-CH2-COOR 2 or -CH(-0-CH2-COOR 2 )2, in which R 2 is hydrogen, a 
metal cation or an optionally substituted ammonium group, and R 3 is hydrogen or a 
direct bond to the oxygen atom of a dehydrogenated hydroxyl group of the cellulose. 
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